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論 文 内 容 要 匕日
Arnyotrophiclateralsclerosis(ALS)isafatalneurodegenerativediseasecausedby
se工ectivemotorneurondeath,WehavedevelopedaratmodelofALSexpressinga
humancytosoliccoPPer-zincsuperoxidedismutase(SOD1)transgenewithALS-
associatedmutations.AlthoughthemechanismofALSisstillunclear,therearernany
hypothesesonthecauseofALS,includinglossofneurotrophicsupporttomotor
neurons.Reeentevidencesuggestedthatinsulin-likegrowthfactors(IGFs)actas
neurotrophicfactors,theypromotethesurvivalanddifferentiationoftheneurorlalcells
includingmotorneurons.Theirpotentialtoenhanceoutgrowthofspinalmotorneurons
makesitaprospectivetherapeuticagentinpatientswithALS .Inthisstudywe
investigatedIGF-llreceptorimmunoreactivityintheanteriorhornsoflumbarlevelof
thespinalcordindifferentagesofSODltransgenicratsaswellasnormallittermates.
Thedouble-immunostainingforIGF-llreceptorandglialfibri!laryacidicprotein
(GFAP)demonstratedcQ-localizationonreactiveastrocytesinend-stageofthe
transgenlcrats.Howeveritisnotevidentinthepre-symptomaticstageandonsetofthe
disease.OurresultsdemonstratedthattheexpressionofIGFreceptorsmayplayakey
roleinthepathogenesisandtherapeuticapplicationsofIGFsinALS,
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審 査 結 果 の 要 匕日
Amyotrophiclateralsclerosis(ALS>isafatalneurodegenerativediseasecausedby
selectivernotorneurondeath.WehavedevelopedaratmodelofALSexpressinga
humancytosoliccopper-zincsuperoxidedismutase(SOD1)transgenewithALS-associated
mutations.AlthoughthemechanismofALSisstillunclear,therearernanyhypotheses
onthecauseofALS,includinglossofneurotrophicsupporttomotorneurons,Resent
evidencesuggestedthatinsulin-1ikegrowthfactors(IGFs)actasneurotrophicfactors,
theypromotethesurvivalanddifferentiationoftheneuronalcellsincludingmotor
neurons.Theirpotentialtoenhanceoutgrowthofspinalmotorneuronsmakesita
prospectivetherapeuticagentinpatientswithALS。InthisstudysheinvestigatedIGF-
IIreceptorimmunoreactivityintheanteriorhornsoflumbarlevelofthespinalcordin
differentagesofSODltransgenicratsaswellasnormallittermates .Thedouble-
irnmunostainingforIGF-Hreceptorandglialfibrillaryacidicprotein(GFAP)
demonstratedco-localizationonreactiveastrocytesinend-stageofthetransgenicrats.
Howeveritisnotevidentinthepre-symptomaticstageandonsetofthedisease.Her
resultsdemonstratedthattheexpressionofIGFreceptorsmayplayakeyroleinthe
pathogenesisandtherapeuticapplicationsofIGFsinALS,
Therefore,thisstudyisdeservingofathesisforadoctor'sdegree.
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